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TI New non-human genetically modified mammal lacking the alpha- 
fetoprotein, useful for studying, testing or screening of 
anti -osteoporosis fertilization and/or contraceptive methods, compound 
and compositions; 

non-human transgenic mammal useful for drug screening 

AU Gabant P; Roscam-Szpirer J 

PA Univ. Brussels-Free 

LO Brussels, Belgium. 

PI WO 2001003501 18 Jan 2001 

AI WO 2000-BE81 11 Jul 2000 

PRAI US 1999-143269 12 Jul 1999 

DT Patent 

LA English 

OS WPI: 2001-159325 [16] 

AB A non-human genetically modified mammal is claimed. It contains a 
mutation, a partial or total deletion in the genetic sequence 
encoding the wild- type mammal alpha -fetoprotein ( 
AFP). Also claimed are: a pluripotent embryonic stem cell, 
preferably a mouse cell containing a partial or total deletion 
of a genetic sequence encoding a mammal AFP, and a study, 

testing or screening method and device of known or unknown molecules that 

are able to fix the AFP or its portion and that may be used as 

agonist or antagonists of esterogens, for fertilization or contraceptive 

methods and compositions or for the preventing or treating osteoporosis. 

The non-human mammal is useful for studying, testing or screening of 

anti -osteoporosis fertilization or contraceptive methods, compounds and 

compositions. The molecules discovered by the screening method that are 

able to fix the AFP or its portion may be used as agonist or 

antagonist of esterogens, for fertilization or contraceptive methods and 

compositions or for preventing or treating osteoporosis. 
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TI The ontogeny of alpha- fetoprotein gene expression in 

the mouse gastrointestinal tract. 
AU Tyner A L; Godbout R; Compton R S; Tilghman S M 

CS Howard Hughes Medical Institute, Princeton University, New Jersey 08544. 
NC CA44 976 (NCI) 

SO Journal of cell biology, (1990 Apr) 110 (4) 915-27. 

Journal code: 0375356. ISSN: 0021-9525. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 199005 

ED Entered STN: 19900622 

Last Updated on STN: 19960129 
Entered Medline: 19900511 

AB The ontogeny of alpha- fetoprotein (AFP) gene 

expression has been examined in the fetal and adult mouse gastrointestinal 

tract. AFP mRNA constitutes approximately 0.1% of total mRNA in 

the fetal gut. The transcripts were localized by in situ hybridization to 

the epithelial cells lining the villi of the fetal gut. At birth, 

AFP mRNA declines rapidly to achieve low adult basal levels, which 

are not affected by different alleles of raf, a gene that determines the 

adult basal level of AFP mRNA in the liver. The basal level in 

the adult gut is the consequence of continued AFP transcription 

in a small number of enteroendocrine cells that are distributed 

infrequently on the villi. These cells were identified by double antibody 

staining with antibodies to chromogranin A, an enteroendocrine cell marker 

and AFP. Previous studies resulted in the generation of a line 

of transgenic mice containing an internally deleted 

AFP gene that was greatly overexpressed in the fetal gut. The 

basis for the inappropriately high level expression of the transgene was 

shown to be the consequence of very high levels of transcription in the 

epithelial cells of the villi rather than to expression in inappropriate 

cell types. The cis -acting DNA sequences required for expression of the 

AFP gene in the gut were investigated using Caco-2 cells, a human 

colon adenocarcinoma cell line. These experiments indicated that, with 

one exception, the regulatory elements required in both the promoter and 

enhancer regions of the gene coincided with those that are necessary for 

high level expression in the liver. The one exception was enhancer II, 

located 5 kbp of DNA upstream of the gene, which exhibited no activity in 

Caco-2 cells. 
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DN PubMed ID: 7537233 

TI Developmental regulation of alpha- fetoprotein 

expression in intestinal epithelial cells of transgenic mice. 
AU Cirillo L A; Emerson J A; Vacher J; Tyner A L 

CS Department of Biology, Carleton College, Northfield, Minnesota 55057, USA. 
NC CA44 97 6 (NCI) 

SO Developmental biology, (1995 Apr) 168 (2) 395-405. 

Journal code: 0372762. ISSN: 0012-1606. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 199505 

ED Entered STN: 19950608 

Last Updated on STN : 19960129 
Entered Medline: 19950526 

AB The alpha-fetoprotein (AFP) gene is 

transcribed in most epithelial cells lining the fetal mouse small 
intestine, but transcription persists in only a subset of enteroendocrine 
cells representing less than 1% of the total intestinal epithelial cells 
in the adult. The decrease in AFP expression after birth is 
mediated in part by a repressor element lying between -838 and -250 bp of 
the AFP gene. Deletion of this element from 

AFP minigene constructs results in high-level minigene expression 

in the intestines of adult transgenic mice. Although high 

levels of AFP minigene RNA are expressed, the fetal pattern of 

expression is not maintained upon deletion of the repressor 

element. Instead, the number of cells in which the minigene is expressed 

increases from less than 1% to approximately 10% of the epithelial cells 

in the adult small intestine, and includes the majority of the goblet 

cells in addition to the enteroendocrine cells. In contrast, the pattern 

of AFP minigene expression in the enterocytes is unaffected by 

deletion of the repressor element and continues to decrease in the 

neonate. These studies indicate that the identified AFP 

repressor is active specifically in goblet cells. The decrease in 

AFP expression in the enterocytes may be mediated by a separate 

cis-acting element that is contained in the AFP minigene 

construct. Alternatively, it is possible that mature enterocytes lack 

some of the positive factors required for initiation and maintenance of 

minigene transcription in the absence of the identified negative element. 
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